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DETAILED ACTION 

Applicants' amendment filed March 01, 2002 in Paper No. 12 has been entered. 
Claims 58, 61-109 and 113-118 are pending in the present application. 

Following is a new ground of rejection. 

Claim Rejections - 35 USC § 112 

Claims 70-96. 106-107, 113-116 and 118 are rejected under 35 U.S.C. 112, firs, 
paragraph, because the specification, while being enabling for: 

(0 A vector construct comprising: (a) a firs, promoter operably linked to a positive 
selectable marker encoding DNA sequence, (b, a second promoter operably linked to a 
negative selectable marker encoding DNA sequence, and (c) an unpaired splice donor 

Sit6 ' Wh " ln SaM «*» - — °" * ~ ^ nrmir , 

selectable marker enroriinq DNA seq uence, and wherein said positive and negative 
selectable marker sequences and said splice donor site are oriented in an orientation 
whereby when said vector construct is integrated into a genome of a eukanyotic host cell 
and the vector-encoded splice donor site is spliced to a splice acceptor in an 
endogenous gene in said genome, then said positive selectable marker is expressed in 
active form and said negative selectable marker sequence is not expressed; 

(«) inisoiated eukaryotic host cell, a library of eukaryotic cells comprising the 
above vector construct or any of the vectors of claims 58, 65 and 67; and avfe 
methods for activation of an endogenous gen«, for obtaining cONA from an endogenous 



or 

in 
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gene, for producing a protein using the vector of any one of claims 58, 61 , 65 and 67 in 
a vector-genomic DNA complex in a suitable eukaryotic cell in vitro; 

does not reasonably provide enablement for other embodiments of the claims, 
The specification does not enable any person skilled in the art to which it pertains, 
with which it is most nearly connected, to make and use the invention commensurate 
scope with these claims. 

Claims 70-78, 113-116 and 118 are drawn to a vector construe, of claim 70 
having the limitations recited in the claims. Claims 79-92 are directed to a host cell /„ 
*o and a library of cells /„ vitro comprising any one of the vectors of the presently 
claimed invention. Claims 93-96 are drawn to methods for activafion of an endogenous 
gene in a eel, ;„ vitro and for obtaining cDNA from an endogenous gene in a ce„ using 
the vector of any one of claims 58, 65, 67, 70 or 71. Claims 106-107 are directed to 
method for producing a protein using the vector of any one of claims 58, 61 , 65 or 67 
a vector-genomic DNA complex in any suitable cells in vitro. 

The specification is no, enabied for the instant broadly claimed invention for the 
reasons discussed below. 

With respect ,o claims 70-78, 113-116 and 118, the claims encompass any 
structural orientations for the combination of a first promoter, a second promoter and an 
unpaired splice donor site in the vector to attain the functional limitation recited in claim 
70. Apart from the scope given to this vector, the instant specification fails to provide 
sufficient guidance on a, least a representative number of structural arrangements for 
the recited components to meet the functional limitation to reflect the breadth of 



a 
in 



the 
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instant claims. The present disclosure also fails to teach how to use a vector construct 
wherein the negative selectable marker has been made inactive via the introduction of a 
splice donor site in its encoded sequence. This is because it is irrelevant whether the 
vector is integrated and properly spliced into the genome of a eukaryotic vector, 
because the negative selectable marker has been purposely inactivated. I, should be 
noted that the scope of claims must bear a reasonable correlation to the scope of 
enablement provided by the specification to persons of ordinary skill. As such, with the 
lack of sufficient guidance provided by the present application, it would have required 
undue experimentation for a skilled artisan to use the fall scope of the vector as 
claimed, as well as a host cell, a library of cells and methods of using the same. 

The instant claims encompass any host cell, a library of any cell, and methods for 
activation of an endogenous gene in any eel, *, vit ro, for obtaining cDNA from an 
endogenous gene in any cell, and for producing a protein in any cell usir* any one of 
the vectors of the presently claimed invention The claims encompass non-eukaryotic 
cells such as prokaryo.es or bacteria cells. However, apart from the teachings of 
making and using the vectors of the presently claimed invention for non-targeted 
activation of endogenous genes in eukaryotic cells, the instant speeffication offers no 
guidance for a skilled artisan on how to make and use of the same in any non- 
eukaryotic cell, Moreover, i, is we,, known in the art that unlike eukaryotes, in 
prokaryo.es a po.ypep.ide chain is genera,ly encoded by a DNA sequence that is co- 
linear with the amino ,rid ^ nnnrn (pag e 867, firs, paragraph, In Principles of 
Biochemist (Lehninger e, a,., eds.,, Second Edition, 1997, indicating that prokaryotes 
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may not have the necessary components for mediating splicing of mRNA molecules. 
As such, then how would any of the vector of the presently claimed invention activate 
endogenous genes or genomic DNA contained in the vector genomic DNA complex in 
bacteria or prokaryotes. Therefore, with the lack of sufficient guidance provided by the 
instant spedfication, i, would have required undue experimentation for a skilled artisan 
to make and use the presently claimed invention. 

Moreover, the physiological art is recognized as unpredictable (MPEP 2164.03). 
As set forth in /„ „ R sher , 166 USPQ 18 (CcpA 197Q) ^ ^ ^ ^ ^ 

first paragraph requires: 

T ^°:?™\ st^tst -7 * m » » 

elements, a single embodiment provides broad ZhES ® ' SUCh 88 mechanic a' °r electrical 
embodiments can be made withoJt difficulty and the" MotV^J™? ° nCe ima 9 ine * 
known scientific laws; in cases involving ^ unp?ed Slf fe^ c h haractenst,cs Predicted by resort to 

err* — °<°^^^r^£r^^^ 

Accordingly, due to the lack of sufficient guidance provided by the specification 
regarding to the issues set forth above, the unpredictability of the physiological, and the 
breadth of the Cairns, i, would have required undue experimentation for one skilled in 
the art to make and use the instant broadly claimed invention. 

Response to Arguments 

Applicants' arguments related to the new rejection above in the Amendment filed 
on March 01, 2002 in Paper No. 12 (pages 24-26) have been fully considered. 

Applicants mainly argued that a person of ordinary skill artisan would have 
known how the recited component function and therefore would have known how to 
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arrange them ,o meet the claimed functional limitation. Applicants further directed 
examiner to Appendix A labeled Xlaim 70" to demonstrate how the claimed vector 
could be used to produce the products in the diagram. 

Applicants' arguments are respectfully found unpersuasive because neither the 
specification nor the Appendix A shows any Cher structural arrangements for the 

claimed vector apart from one wherein the uneven ^ „ ,. |n 

upstream of the native selectable marker onrndlnn ^ t0 mee( , he 

Actional limitation of the claims. Since this is the essentia, feature o, the claimed 
vector, it must be recited in the claims. 

Accordingly, the claims are rejected for the reasons set forth above. 

Thefollowingisaquotationofthesecondparagraphof35U.S.C. 112: 

Claims 70-100, 102-105, 108-109 and 113-118 are rejected under 35 
U-S.C. 112, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. 

in claim 96, the phrase -said isolation is accomplished by sequencing- is unclear 
It should be noted that sequencing is no, an isolate step. The cDNA must be isolated 
somehow prior to be sequenced. The metes and bounds of the claim are no, clearly 
determined. 

Regarding claims 70, 97, 117-118 and ,he dependent claims, the phrase "such 
«ha,» renders (he claims indefinite because it is unclear whether the limitations following 
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the phrase are part of the claimed invention. See MPEP § 2173.05(d). As such, the 
metes and bounds of the claims are not clearly determined. 

In claim 100, "using" is not an active step for the claimed method, therefore the 
metes and bounds of the claim can not be clearly determined. Which active steps are 
involved in using the endogenous gene sequence to recover exon I of the endogenous 
gene? 

In claims 102, 103 and dependent claims 104-105, 108-109, the phrase "one or 
more genes encoded by said vector" in step (d) is unclear. This is because apart from 
inserting an isolated genomic DNA sequence into any of the recited vectors, the vectors 
do not contain one or more genes for transcription in step (d). For example, in a vector- 
genomic DNA complex, genes from the genomic DNA complex would be transcribed, 
not those encoded by the vector. 



Double Patenting 



The nonstatutory double patenting rejection is based on a iudiciallv creatPri 

418 F.2d 528, 163 USPQ 644 (CCPA1969). ( 1970),and, In re Thonngton, 
llcoH , A timely filed terminal disclaimer in compliance with 37 CFR 1 321 fc) mav be 

tam.inf H eCt ', Ve Janu . ary 1 ' 1994 ' a re 3istered attorney or agent of record mav sian a 
37 CFR 1 ; *73 bT A ' erminal diS ° laimer Si9n9d by the a ^nee mustSy Spfylvith 
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Claims 58, 61-109 and 113-118 are rejected under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 1-58 of U.S. 
Patent No. 6,361,972. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because the vectors, a host cell or a library of cells 
containing the same and methods of using the same of the instant application 
encompass embodiments of the vectors, eukaryotic cells, libraries of cells and methods 
of use in the issued U.S. Patent No. 6,361,972. 



Conclusions 

No claims are allowed. 



Any inquiry concerning this communication or earlier communications frnm tho 
examiner should be directed to Quana Nauven Ph n jL^ErJ ™ atl0ns from the 
(703)308-8339. uuang Nguyen, Ph.D., whose telephone number is 

mentor" *° reaCh eXaminer by tele Ph°ne are unsuccessful, the examiner's 

at (703) 305 1998^' * * (7 ° 3) 3 ° 5 - 2024 ' ° r SPE ' ,rem ^ 

u _ M . ^j 1 }^ of a 9 eneral nature °r relating to the status of this application shoulri 
bedrectad to Patent Analyst, Tracey Johnson, whose telephone nl^f M?^,^ 

Quang Nguyen, Ph.D. DAV eT *^hsU 



